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REMARKS 

The Office Action of September 29, 2003 has been 
carefully considered. 

Initially, Applicants feel compelled to comment on the 
opening statement in the Office Action that "[T]he examiner 
does not understand why the Applicants are adding new claims 
that have the same subject matter as the claims that were 
rejected several times. Rather than amending the claims to 
overcome the rejections, the applicants prolong prosecution 
time of the application by adding similar claims that have 
already been rejected . . . New claims must be canceled." 

To make it perfectly clear, claims 37-40 were added in 
the previous amendment to provide a separate set of claims i 
which the method included the administration of conjugated 
equine estrogens. This was done so that upon appeal of the 
claims, there would be a separate issue regarding claims 37- 
40. However, claims 37-40 have now been canceled; claim 30 
has also been canceled. 

Claims 25, 27-30, 33, 34 and 36-40 have been rejected 
under 35 USC 112, 1 st paragraph, on the basis that the 
specification, "while being enabling for administering the 
combination of nomegestrol and estradiol in a continuous on 
intermittent fashion, from 21-25 days per month (see lines 4 
6, on page 4 of the specification) , does not reasonably 
provide enablement for ^continuously without interruption. . . 
The question is unlimited time in claim. How long will be 
Continuous.' Specification discloses i.e. 21-25 days so 
claims must be limited to no. of days supported by 
disclosure . " 

Applicants believe that the Office Action has not 
properly interpreted the specification. The initial 
disclosure of the administration is provided in the second 



complete paragraph on page 3 of the specification: 

"The combined treatment is more often used in a 
continuous fashion, i.e. without interruption. However, some 
people are in favour of using it in an intermittent fashion, 
for example 25 days per month..." 

Two methods of administration are therefore disclosed, 
one being defined as continuous, the other being defined as 
intermittent, the intermittent method being exemplified by 
administration 25 days per month. 

These two methods of administration are repeated in the 
discussion of the invention on page 4 of the specification, 
where it is stated that "[T]he compositions according to the 
invention based on nomegestrol and free or esterified 
estradiol or equine conjugated estrogens are administered in a 
continuous or intermittent fashion, from 21-25 days per 
month . " 

If this paragraph is interpreted based on the clear and 
unambiguous disclosure on page 3, it can only mean that in a 
first method, there is continuous administration without 
interruption, and in a second method, administration is from 
21 to 25 days per month. 

It is the method of continuous administration without 
interruption which is found in Example II, beginning on page 7 
of the specification. In Example II, there is administration 
of nomegestrol acetate and estradiol every day for the course 
of the study, 24 weeks. 

Nevertheless, the Office Action states that the 
"specification discloses i.e. 21-25 days so claims must be 
limited to no. of days supported by the disclosure." 

Moreover, the Office Action states that since "all the 
showing and discussions were based on continuous 
administration without bleeding, the invention as claimed does 
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not find support by the disclosure of the invention." 

However, as should be clear from the above discussion, 
both the claims and the examples of the specification are 
directed to the embodiment in which the administration in 
continuous, without interruption, and not to the separate and 
distinct embodiment in which administration is interrupted, 
and takes place for 21-25 days per month. 

As both the specification and claims provide support for 
continuous administration without interruption, withdrawal of 
this rejection is requested. 

Claims 25, 27-30, 33, 34 and 36-40 have been rejected 
under 35 USC 112, 1 st paragraph, on the basis that the 
specification is enabling for estradiol, but does not provide 
enablement to make and use the specification commensurate with 
these claims. 

The Office Action alleges that "[C]laims are not limited 
to the scope to the extent of support in disclosure so that 
one skilled in the art without undue experimentation can 
practice invention" and further states that "[A] disclosure 
should contain representative examples, which provide 
reasonable assurance to one skilled in the art that the 
compounds fall within the scope of a claim will posses the 
alleged activity." 

It is further noted that the Office Action states that 
"the invention provides a method of treating estrogenic 
deficiencies in women comprising administering without 
interruption combination of 0.5 to 3 mg of an estrogenic 
compound and 1.5 to 3.75 mg of nomegestrol acetate." 

The invention as presently claimed does not recite 
administering an "estrogenic compound" but rather recites 
administering "an estrogen selected from the group consisting 
of free and esterified estradiol" (claim 34 has been amended 

5 



Q 
J 
< 

0 
□ 
U 
< 

>- 
H 

a: 

UJ 

U) ~r 

o O 
D 



o 
o 
r- 



i- « 



U. 

0 
< 



0 
G 

N 
h 



U 
CD 

Z 

O 
if) 

z 
z 
111 

D 



in 

O 

UJ 
D 

in 



< 
z 



z a 

* > 
^ < 

CM - 

r* tr 
- O 
z 
< 

Lj 
j 
< 



to 

01 

I 

ro 
oo 

n 
O 



hereinabove to utilize proper Markush group language) . The 
term "free and esterified estradiol" represents a limited 
class of compounds; in order to provide evidence of this, 
Applicants have attached hereto an entry from the Merck Index, 
Tenth Edition (1983) for estradiol, as well as entries for a- 
estradiol, and estradiol esters, estradiol benzoate and 
estradiol 17|3-cypionate . The essential chemical formula for 
estradiol remains the same throughout, and it is well known in 
the art to claim salts and esters of pharmaceutical compounds 
without a specific example for every salt and ester claimed. 

The present specification does contain representative 
examples that provide reasonable assurance that the claimed 
compounds (free and esterified estradiol) will possess the 
alleged activity. Example II of the specification reports on 
the administration of both a free estradiol, 17|3-estradiol, 
and an estradiol ester, estradiol valerate. Given that the 
term "estradiol" represents only a limited class of compounds, 
no reason is seen why the two examples reported should not 
provide reasonable assurance to one of ordinary skill in the 
art that the invention functions as disclosed in the 
specification . 

Indeed, in the Office Action of February 8, page 8, 2000, 
the Examiner alleged that estradiol valerate would have the 
same properties as estradiol unless unexpected results are 
shown. The Office Action now takes the contrary position that 
the behavior of estradiol esters cannot be predicted and these 
compounds cannot be claimed unless proof is submitted that 
such compounds do have the same behavior. 

With regard to conjugated equine estrogens, these 
compounds have been canceled from the claims. Nevertheless, 
Applicants point out that such compounds are well known in the 
art, and are represented by a commercially available product 
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sold under the name Premarin. Moreover, a combination of 
conjugated equine estrogens and a progestogen has been sold 
under the trademark Prempro®. 

Given that estradiol and its esters represent a limited 
and well known class of compounds, and given that 
representative compounds were tested as part of the present 
application, Applicants submit that the present specification 
is enabling within the meaning of 35 USC 112, 1 st paragraph, 
and withdrawal of this rejection is requested. 

Claims 24, 25, 27-30, 33, 34, and 36-40 stand rejected 
under 35 USC 103 over Plunkett et al in view of Fraser et al. 

Plunkett et al discloses a method for treatment of 
menopausal disorder comprising continuous administration of a 
progestogen in combination with estrogen, where the estradiol 
can be administered continuously or intermittently. While 
estradiols and their esters are disclosed, the only examples 
are directed to cyclic or intermittent administration of 
estrogens. Nomegestrol acetate is not disclosed. 

Fraser et al discloses administration of nomegestrol 
acetate for 12 days per month, in combination with an 
estradiol implant. All women treated with this regimen 
experienced withdrawal bleeding in contrast to the claimed 
invention in which there is no withdrawal bleeding. Given 
that Plunkett et al has the object of minimizing withdrawal 
bleeding, Applicants submit that one of ordinary skill in the 
art would not have been led, based on Fraser et al, to combine 
nomegestrol acetate with estradiol with the expectation of 
eliminating withdrawal bleeding. 

With regard to the declaration of Dr. Thomas submitted 
with the previous amendment, the Office Action poses the 
question of how much estradiol and nomegestrol acetate was 
used in each case. The information can be obtained by 



reference to Fraser et al and the present specification. In 
Fraser et al, tests were conducted using 50 mg estradiol 
implants (daily dose not disclosed), and daily doses of 0.5, 
1.0 and 2.5 mg of nomegestrol acetate. According to the 
present specification, tests were conducted with daily doses 
of 1.5 mg of 17|3-estradiol and 2 mg estradiol valerate, and 
2.5 mg of nomegestrol acetate. 

However, as noted in the declaration, Fraser et al does 
not enable one of ordinary skill to draw conclusions about the 
use of nomegestrol acetate in hormone replacement therapy 
because the estradiol plasma levels were very high and the 
nomegestrol was given for 12 days of a cycle. This was an 
unusual design for a sequential HRT combination, and was only 
a model to check the short term effects of different doses of 
nomegestrol acetate on the endometrium. Since withdrawal 
bleeding was observed by Fraser et al, it would not be 
expected that estradiol and nomegestrol acetate could be given 
according to the invention without withdrawal bleeding. 
Indeed, little can be concluded from Fraser et al, since the 
methodology is much different from the usual HRT methodology. 

Finally, with regard to Table 3 of the declaration, 
Applicants note that nomegestrol acetate has been known for 
about 25 years, and a number of articles have been published 
reporting on studies of the properties of this compound. The 
Examiner should consider the invention to be what has been 
claimed, i.e. a method for treating estrogenic deficiencies in 
post menopausal women while avoiding the appearance of 
osteoporosis and withdrawal bleeding, by continuously without 
interruption administering to the women a composition 
containing from 0.5 to 3 mg of an estrogen selected from the 
group consisting of free or esterified estradiol and 1.5 to 
3.75 mg of nomegestrol acetate by daily dose. 
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As the Fraser et al reference does not suggest to one of 
ordinary skill in the art that a daily dose without 
interruption of nomegestrol acetate in combination with 
estradiol will result in satisfactory HRT treatment without 
withdrawal bleeding, Applicants submit that the claimed 
invention is patentable over the cited art, and withdrawal of 
this rejection is requested. 

In view of the foregoing amendments and remarks, 
Applicants submit that the present application is now in 
condition for allowance. An early allowance of the 
application with amended claims is earnestly solicited. 
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